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Simple Summary: With more than one-third of the world population at risk of acquiring the
disease, dengue fever is a major public health problem. Caused by four antigenically distinct but
related serotypes, disease severity is associated with the immunological status of the individual,
seronegative or seropositive, prior to a natural dengue infection. While a primary natural dengue
infection is often asymptomatic or mild, individuals experiencing a secondary dengue infection with
a heterologous serotype have higher risk of developing the severe form of the disease, linked to the
antibody-dependent enhancement (ADE) process. We develop a modeling framework to describe the
dengue immune responses mediated by antibodies. Our model framework can describe qualitatively
the dynamic of the viral load and antibodies production for scenarios of primary and secondary
infections, as found in the empirical immunology literature. Studies such as the one described here
serve as a baseline to further model extensions. Future refinements of our framework will be of use
to evaluate the impact of imperfect dengue vaccines.
Abstract: Dengue fever is a viral mosquito-borne infection and a major international public health
concern. With 2.5 billion people at risk of acquiring the infection around the world, disease severity
is influenced by the immunological status of the individual, seronegative or seropositive, prior to
natural infection. Caused by four antigenically related but distinct serotypes, DENV-1 to DENV-4,
infection by one serotype confers life-long immunity to that serotype and a period of temporary
cross-immunity (TCI) to other serotypes. The clinical response on exposure to a second serotype is
complex with the so-called antibody-dependent enhancement (ADE) process, a disease augmentation
phenomenon when pre-existing antibodies to previous dengue infection do not neutralize but rather
enhance the new infection, used to explain the etiology of severe disease. In this paper, we present
a minimalistic mathematical model framework developed to describe qualitatively the dengue
immunological response mediated by antibodies. Three models are analyzed and compared: (i)
primary dengue infection, (ii) secondary dengue infection with the same (homologous) dengue virus
and (iii) secondary dengue infection with a different (heterologous) dengue virus. We explore the
features of viral replication, antibody production and infection clearance over time. The model
is developed based on body cells and free virus interactions resulting in infected cells activating
antibody production. Our mathematical results are qualitatively similar to the ones described in the
empiric immunology literature, providing insights into the immunopathogenesis of severe disease.
Results presented here are of use for future research directions to evaluate the impact of dengue
vaccines.
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1. Introduction
Dengue fever is a viral mosquito-borne infection affecting a large percentage of the
population living in the tropics and subtropics. Caused by four antigenically related but
distinct viruses, DENV-1, DENV-2, DENV-3 and DENV-4, it is estimated that around
400 million dengue infections occur every year [1], with disease severity being influenced
by the immunological status of the individual, seronegative or seropositive, prior to natural
infection. While a primary dengue infection is usually asymptomatic or results in mild
disease manifestation, the immunological response on exposure to a heterologous dengue
serotype is complex, recognized to be a risk factor of progressing to severe disease [2–7].
Early dengue diagnosis is important for the clinical management of the patient [8,9].
The most commonly used technique for dengue routine diagnosis is the enzyme-linked
immunosorbent assay (ELISA), with primary or secondary infections being characterized
based on the concentration of immunoglobulins M and G from the blood sample, the so-
called IgM and IgG antibodies, respectively [10–12].
From the basic immunology literature, it is known that the IgM is the first antibody
secreted by the adaptive immune system in response to a foreign antigen, followed by
the production of IgG antibodies with increased affinity for the pathogen causing the
infection [13,14]. Likewise, in a primary dengue infection, the IgM antibody type is pro-
duced more quickly and to higher levels than the IgG antibody type, and the reverse is
true in secondary dengue infection [6,7]. In addition to conferring life-long protective
immunity against a specific serotype, the IgG antibody is able to cross-react with het-
erologous DENV-serotypes [6,7,15–17]. Instead of neutralizing the new dengue serotype,
the pre-existing antibodies promote the enhancement of the infection by facilitating the
entry of the complex antibody-heterologous virus into target cells. This disease augmen-
tation phenomenon is called antibody-dependent enhancement (ADE) [3,6,7,18,19] and
its occurrence in dengue has been used to explain the etiology of severe disease [7,20–22],
which has been shown to be correlated with higher viral loads [23–26].
Treatment of uncomplicated dengue cases is only supportive, and severe dengue cases
require careful attention to fluid management and proactive treatment of hemorrhagic
symptoms. Two tetravalent dengue vaccines have completed phase 3 clinical trial: Deng-
vaxia, a product developed by Sanofi Pasteur that is now licensed in several countries [27],
and the DenVax vaccine, developed by Takeda Pharmaceutical Company [28,29]. While
Dengvaxia has resulted in serious adverse events in seronegative individuals compared
with age-matched seronegative controls [30–33], long-term surveillance consisting of pru-
dent and careful observation of DenVax vaccine recipients is required, since negative
vaccine efficacy was estimated for vaccinated seronegative individuals who were infected
with serotype 3, as opposed to an intermediate efficacy for seropositive [34,35].
In recent years, mathematical modeling became an important tool for the under-
standing of infectious disease epidemiology and dynamics, at both macroscopic and
microscopic levels, addressing ideas about the components of host-pathogen interactions.
Dengue models are often used to understand infectious disease dynamics and to eval-
uate the introduction of intervention strategies such as vector control and vaccination.
At the population level, multi-strain dengue dynamics have been modeled with extended
(susceptible-infected-recovered) SIR-type models including immunological aspects of the
disease such as temporary cross-immunity and ADE phenomenology [36–42]. However,
within-host host dengue modeling is restricted to a small number of studies so far [43–48].
Within-host models consider the dynamic interaction between free virus and susceptible
target cells [43–45], differing on the functional form used to model viral infectivity, immune
response, and viral clearance dynamics. However, the role of pre-existing DENV-serotype
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specific IgG antibody in a secondary dengue infection with an explicit mechanism to
explain its protective or enhancing effect has not been deeply explored yet.
In this paper, we present a mathematical model framework developed to describe the
dengue immunological response mediated by antibodies. Three models are analyzed and
compared: (i) primary dengue infection, (ii) secondary dengue infection with the same
(homologous) serotype and (iii) secondary dengue infection with a heterologous dengue
virus. The model is a refined version to that proposed in [43], and can describe qualitatively
the dynamics of viral load and antibody production and decay for scenarios of primary and
secondary infections as found in the empirical immunology literature [3,6,7,15,18,19,22].
Providing insights into the immunopathogenesis of severe diseases, the results presented
here are of use for future research directions to evaluate the impact of dengue vaccines.
2. Modeling Within-Host Dengue Infections
In the absence of good laboratory data, the aim of this study is to describe qualita-
tively the dynamics of viral load and antibodies responses during dengue infections. We
also evaluate the effects of pre-existing antibodies, produced during a primary dengue
infection, on a secondary dengue infection with the same serotype (homologous serotype),
and secondary dengue infection with a different serotype (heterologous serotype).
In this section, we present the models developed to describe dengue immunological
responses mediated by antibodies. A minimalistic mathematical modeling framework
considering primary and secondary dengue infections is proposed, with models devel-
oped by adding gradually the steps of disease infection and immunological responses,
as described in the immunology literature. The proposed models are based on body cells
and free viral particle interactions that result in infected cells and subsequently trigger
the activation of the immune response mediated by antibodies. We explore the feature of
viral replication, viral load, antibody production, antibody activation and antibody decay,
as well as the infection clearance process during a primary dengue infection, a secondary
dengue infection with homologous serotype and a secondary dengue infection with a
heterologous serotype, where the process of ADE is expected to occur.
2.1. Primary Dengue Infection Model
Dengue viruses are transmitted to a human host by an infected female Aedes mosquito
bite. It is called a primary dengue infection if it occurs in seronegative hosts, i.e., individuals
with no history of previous dengue infections. In its simplicity, the interaction between
target cells, infected cell, virus, and immunological response mediated by antibodies is
represented in Figure 1.
Briefly, susceptible target cells, monocytes, and dendritic cells (S) are produced by
the body at a constant rate (πS) and have a natural mortality rate µS, where 1µS is the
expected lifetime of the uninfected, i.e., susceptible target cell. Free dengue virus V infects
susceptible target cells S at rate a, producing infected cells I (see process 1 in Figure 1)
[49]. It is assumed that infected cells have an infection-induced mortality rate µi ≥ µS,
releasing free virus κ to the system (see process 2 in Figure 1). We assume that several free
virus particles are needed to infect a single susceptible cell and therefore, while the number
of susceptible cells decreases with aSV rate, the number of free viruses decreases with a
bSV rate.
Macrophages are also considered in the system as a target susceptible cell Sm. Upon in-
fection, those cells differentiate to become presenting cells (P), shown in process 3 in
Figure 1. Presenting cells are assumed to trigger, via antigen presentation, the production
of antibodies IgM (M) and IgG (G) with rates αM and αG, respectively (see process 4 and 5
in Figure 1. Presenting cells can eventually die with antigen presentation induced mortality
rate µP.
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Figure 1. Schematic in-host dengue immunological responses mediated by antibodies: primary
infection. Three blocks are used to describe 7 steps during the infection, from viral replication up to
infection clearance.
While in a primary infection IgM antibodies are produced first and to higher levels
than IgG, the reverse is true in a secondary infection. IgM antibody (a pentamer molecule)
and IgG antibody (a monomer molecule) [50], bind into the free virus with rates γMdM
and γGdG, generating antibody-virus complexes IgM-DENV (CM) and IgG-DENV (CG),
respectively (see process 6 and 7 in Figure 1) [18,51]. Those complexes are assumed to clear
the ongoing infection after being recognized by killing cells.
In order to understand the individual dynamics of viral replication, viral load, antibod-
ies production and decay, and finally the clearance of infection, our model is constructed
in blocks of equations which are coupled gradually until we obtain the complete model
framework able to describe a primary dengue infection and its immunological response
mediated by antibodies.
2.1.1. Virus Replication Dynamics
With susceptible target cells (monocytes and dendritic cells) S, infected cells I, and the
virus V, the process of viral replication can be analyzed with a basic SIV model as follows
dS
dt
= πS − µSS − aSV
dI
dt
= aSV − (µi + µS)I (1)
dV
dt
= κµi I − bSV,
where all parameters are described in Table 1.
The model described in Equation System (1) shows an exponential growth of viral
particles in the absence of any immunological response. The free viral growth depends on
the virus replication factor κ, as well as by the infection rate of susceptible cells a and the
removal rate of viral particles during the infection of susceptible cells b. As the values of
parameters are shown in Table 1, the numerical simulations are shown in Figure 2, with free
virus detected around day 2 of the infection process.
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Figure 2. Free virus dynamics for primary infection prior to antibody production. The viral replication
dynamics are shown in natural scale (a) and in semi-logarithmic scale (b) with initial value S(t0) =
πS/µS, I(t0) = 0, and V(t0) = 3. Model parameters are shown in Table 1.
To investigate the sensitivity of viral level related to the model parameters in Equation
System (1), Figure 3 presents the numerical result of viral load related to the viral replication
factor κ, the infection rate of susceptible target cells a, and the removal rate of viral particles
b. Sensitivity analysis is performed by varying one of the parameters and fixing the others.
The result shows that the variation of the number of free viral particles released by an
infected cell plays a major role in viral load peak, reaching very high values in a short
period of time as κ increases (see Figure 3a).
As for the infection rate of susceptible cells a, free viral particle levels increase as the
parameter value increases, since a higher infection rate generates more infected cells that
will release more viral particles. The biological time for free viral particles detection also
decreases as parameter a increases, as shown in Figure 3b. On the other hand, only a small
variation of free viral load particles is observed when changing the rate b, at which the
viral particles are lost due to the infection process, as shown in Figure 3c.
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Figure 3. Sensitivity analysis for the parameters involved on free virus dynamics. (a) For fixed
a = 0.02 and b = 15a parameters, we vary the viral replication factor κ in the range [20, 100]. (b) For
fixed κ = 50 and b = 0.3, we vary the infection rate of susceptible cells parameter a in the range
[0.01, 0.05]. (c) The removal rate of viral particles b is varied in the range [11a, 18a] with of fixed
κ = 50 and a = 0.02.
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Table 1. The biological meaning of the parameters and parameter values used for the numerical simulation.
Dengue Modeling Framework Parameters
Parameters Parameter Values Biological Meaning References
πS 600
constant target cell production (monocytes/dendritic cells) per
day [45,52]
πM 300 constant target cell production (macrophages) per day [45,52]
µS 1/30 lifespan of susceptible target cells in days [48]
µi 2 lifespan of infected cells (monocytes/dendritic cells) per day modeled
µP 0.1 · µ1 lifespan of presenting cells per day modeled
a = am 0.02 infection rate of susceptible target cells per viral particle per day modeled
b = bm 15 · a removal rate of viral particles during the infection of target cells modeled
κ 50 viral replication factor [53]
αM 10 reproduction rate of IgM antibody per day modeled
αG 1.5 reproduction rate of IgG antibody per day modeled
αGsec 2000 activation rate of pre-existing IgG antibody per day modeled
γM = γG 0.06 antibodies binding rate per day modeled
dM 4 · γM binding rate of free virus with IgM antibody per day modeled
dG γG binding rate of free virus with IgG antibody per day modeled
µM 0.03 decay rate of IgM per day [33]
µG 1/365 decay rate of IgG per day [33]
µCM = µCG 1 decay rate of antibody-virus complexes per day modeled
S(t0) πS/µS initial value for target cells (monocytes/dendritic cells) [48]
Sm(t0) πM/µS initial value for target cells (macrophages) [48]
V(t0) 3 initial value for free viral particles upon infection (mosquito bite) modeled
2.1.2. IgM and IgG Antibody Production and Decay and Free Viral Load Dynamics
To understand the process of antibody production via antigen presentation, we now ex-
tend the Equation System (3) to include another susceptible target cell type, the macrophages
(Sm). Upon infection, macrophages will differentiate to become antigen-presenting cells
P, triggering the production of free IgM and free IgG antibodies types [13,33,54] at rates
αM and αG, respectively. In a primary infection, IgM antibodies, a pentamer molecule, are
produced first and to higher levels than IgG antibodies, a monomer molecule [50]. Free
IgM and free IgG bind into the free viral particles with dMγM and dGγG binding rates,
respectively.
The extended model to describe the IgM and IgG production is given by
dS
dt
= πS − µSS − aSV
dI
dt
= aSV − (µi + µS)I
dV
dt
= κµI − bSV − bmSmV − dM MV − dGVG
Sm
dt
= πm − µSSm − amSmV (2)
dP
dt
= amSmV − (µP + µS)P
dM
dt
= αMP − γM MV − µM M
dG
dt
= αGP − γGGV − µGG,
including natural removal for IgM, µM M, and IgG, µGG.
Free IgM antibody production is observed to start between day 2 and day 3 of the
infection process (see Figure 4a), lasting for about three months (see Figure 4b). Free IgG an-
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tibody type appears shortly after IgM antibodies (see Figure 4a), with lower concentration
levels, but lasting much longer than free IgM (see Figure 4b), reaching eventually a constant
“life-long immunity” level. Viral load dynamics (see Figure 4c) is influenced by the antibod-
ies production, with a peak between day 5 and day 6 of the infection process. The complete
process of free virus dynamics in the presence of antibodies is shown in Figure 4d.















































































Figure 4. For a primary dengue infection, antibodies IgM (in violet) and IgG (in green) production dynamics are shown
for a 10 days period (a) and for a 300 days period (b). Free virus particle dynamics for a 12 days period is shown in (c).
The complete process of viral load in the presence of antibodies is shown in (d). Here, for better visualization, free viruses
were scaled to 2000. The initial values used for these simulations are S(t0) = πS/µS, I(t0) = 0, Sm(t0) = πM/µS, P(t0) = 0,
M(t0) = 0, and G(t0) = 0.
2.1.3. Antibody-Virus Complexes and Infection Clearance
Following the antibody production process described above, the model framework is
extended to include the antibody-virus complex production, IgM-DENV (CM) and IgG-
DENV (CG), which are assumed to be responsible for clearing the ongoing infection after
being recognized by killing cells. With constant target cells production πS, for monocytes
and dendritic cells, and πm for macrophages, the complete modeling framework including
each step presented in Figure 1 is written as a system of ordinary differential equations
(ODEs) as follows
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dS
dt
= πS − aSV − µSS
dI
dt
= aSV − (µi + µS)I
dV
dt
= κµi I − bSV − bmSmV − dMVM − dGVG
dSm
dt
= πm − amSmV − µSSm
dP
dt
= amSmV − (µP + µS)P (3)
dM
dt
= αMP − γM MV − µM M
dG
dt
= αGP − µGG − γGVG
dCM
dt
= γMVM − µCM CM
dCG
dt
= γGVG − µCG CG.
The complete model output describing the immunological response mediated by IgM
and IgG antibodies during a primary dengue infection is shown in Figure 5.


























Figure 5. Model simulation: primary dengue infection immunological responses mediated by
antibodies. Overall viral particles measured with free virus and viral particles in complexes (V + 4·
IgM-DENV + IgG-DENV). Free IgM is shown in violet and free IgG in green. Antibodies-virus
complexes IgM-DENV and IgG-DENV are shown in blue and orange, respectively, with initial values
CM(t0) = 0 and CG(t0) = 0.
In Figure 5, the overall viral load curve (in red) includes not only free viral particles,
as shown in Figure 4c, but also the viral particles bound into antibody-virus complexes.
Free IgM (in violet) are observed at very low levels until day 5 of infection since the majority
of the molecules are bound to the free virus, the so-called IgM-DENV complexes (in blue).
Note that for each IgM, four viral particles must be counted on average. Free IgM appears
to be detectable on day 9 after the infection is cleared, i.e., removal of all CM complexes,
lasting for about three months. Free IgG (in green) and IgG-DENV complex (in orange)
are appearing around day 4, and eventually do not play a significant role in the primary
infection clearance. Free IgG reaches very small levels in comparison with the free IgM,
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lasting much longer than IgM, and are assumed to confer lifelong immunity against that
specific serotype.
2.2. Secondary Dengue Infection Model with a Homologous Serotype
After a period of temporary cross-immunity, the human host is considered to be
susceptible again, able to acquire a secondary dengue infection [36]. In this section, we
investigate a secondary infection with the same (homologous) serotype, represented in
Figure 6. The difference here lies in the order of the detection of the antibody levels, IgM
and IgG, in comparison with the dynamics described for the primary dengue infection,
see step 4a and step 4b in Figure 6. Here, the immunological response initiates with the
presence of free virus activating the pre-existing IgG antibody at rate αGsecV, shown in step
4a in Figure 6. The antibody activation process occurs faster than the adaptive humoral
response, with antibody production triggered by antigen presentation, see step 5, referring
to the production of the IgM antibody type, and step 4b, referring to the production of the
IgG antibody type [6,7,13,14]. With that, the overall IgG levels are reaching much higher
levels than the levels observed in a primary infection.
Figure 6. Schematic in-host dengue immunological responses mediated by antibodies: secondary
infection with the same dengue serotype. Three blocks are used to describe 7 steps during the
infection, from viral replication up to infection clearance.
We use the same modeling framework described in Equation System (3), only includ-
ing an extra term αG,sec V (shown in blue), representing the activation of the pre-existing IgG
antibodies that were produced during the primary dengue infection. The complete model
for the secondary dengue infection with a homologous serotype can be written as follows
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dS
dt
= πS − aSV − µSS
dI
dt
= aSV − (µi + µS)I
dV
dt
= κµi I − bSV − bmSmV − dMVM − dGVG
dSm
dt
= πm − amSmV − µSSm
dP
dt
= amSmV − (µP + µS)P (4)
dM
dt
= αMP − γM MV − µM M
dG
dt
= αGP − µGG − γGVG + αGsec V
dCM
dt
= γMVM − µCM CM
dCG
dt
= γGVG − µCG CG,
now with the immunological response initiated by the activation of the pre-existing IgG
antibodies, specific to the serotype causing the primary infection. In the present scenario,
these pre-existing specific IgG antibodies are able to bind and neutralize the homologous
dengue serotype causing the secondary infection.
Figure 7 shows a numerical simulation of the model for the dengue immunological
response during a secondary infection with a homologous serotype. The activation rate for
the pre-existing IgG antibody is set to αG,sec = 2000. The faster increasing pre-existing IgG
is responsible for neutralizing the free viral particles, leading to a lower overall viral load
(in red). The immunological response mediated by antibodies is reversed to the response
described for the primary infection, with high levels of IgG appearing before the IgM.


























Figure 7. Model simulation: secondary dengue infection with a homologous serotype. Overall
viral particles measured with free virus and viral particles in complexes ((V + 4· IgM-DENV + IgG-
DENV)). Free IgM is shown in violet and free IgG in green. Antibodies-virus complexes IgM-DENV
and IgG-DENV are shown in blue and orange, respectively. The initial value of IgG antibody is set,
G(t0) = 1000.
In this scenario, the complex IgG-DENV (in orange) plays a major role during the
viral clearance (see step 6 in Figure 6 due to its specificity, being able to quickly bind and
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neutralize the homologous virus. Here, our model’s results show the complexes CG (in
orange) appearing already on day 2 of the infection process, binding into the free viral
particles, with an important role during the clearance of the ongoing infection.
2.3. Secondary Infection with a Heterologous Serotype
Similar to the process described in Section 2.2, we now investigate the dynamics of
a secondary infection caused by a heterologous dengue serotype, recognized to be a risk
factor of progressing to severe disease. The difference here lies in the ability of pre-existing
IgG antibodies to bind into the new viral particles (see step 6 in Figure 8) and enhance viral
replication due to the antibody-dependent enhancement (ADE) phenomenon (see step 7 in
Figure 8) since these pre-existing IgG antibodies are not able to neutralize the new virus.
Figure 8. Schematic in-host dengue immunological responses mediated by antibodies: secondary
infection with a different dengue serotype. Four blocks are used to describe 9 steps during the
infection, from viral replication up to infection clearance, including disease augmentation via the
ADE process (steps 6 and 7).
We use the same modeling framework described in Equation System (4), now includ-
ing extra terms aADESCG and bADESCG (shown in violet) affecting the viral replication of
the system, with an enhancement mediated by the complexes of pre-existing IgG-DENV.
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The complete model for the secondary dengue infection with a heterologous dengue
serotype can be written as follows
dS
dt
= πS − aSV − µSS − aADESCG
dI
dt
= aSV − (µi + µS)I + aADESCG
dV
dt
= κµi I − bSV − bmSmV − dMVM − dGVG
dSm
dt
= πm − amSmV − µSSm
dP
dt
= amSmV − (µP + µS)P (5)
dM
dt
= αMP − γM MV − µM M
dG
dt
= αGP − µGG − γGVG + αGsec V
dCM
dt
= γMVM − µCM CM
dCG
dt
= γGVG − µCG CG − bADESCG.
Figure 9 shows the simulation for the immune response during a secondary infection
with a heterologous dengue serotype. With a much higher overall viral load (in red),
the immunological response mediated by antibodies is similar to the described secondary
response with the same virus. However, in this scenario, the pre-existing IgG-DENV
complexes (in orange) play a major role in viral replication enhancement (see step 7 in
Figure 8) via the ADE process. As the viral replication continues, the adaptive humoral
response produces high levels of the IgM antibody type (see step 8 in Figure 8). These high
levels of IgM are assumed to play a major role during the clearance of the ongoing infection,
similarly to the process observed for a primary infection (see Figure 10c). However,
the disease augmentation and the much higher viral load observed in this scenario (see
Figure 10e) leads to more severe clinical symptoms, including hemorrhagic manifestations
that without proper treatment may lead to shock and death. The production of the new
specific IgG antibody type (see step 4b in Figure 8) only occurs later and at a very small
concentration level.






















Figure 9. Model simulation: secondary dengue infection with a heterologous dengue serotype. Viral
particles encountered as free viruses and complexes (V + 4· IgM-DENV+ IgG-DENV). Free IgM is
shown in violet and free IgG in green. Antibody–virus complexes, IgM-DENV and IgG-DENV, are
shown in blue and orange, respectively. The initial values are set the same as previous simulations.
Note that for this study, we focus on the qualitative behavior of the dengue immuno-
logical responses. Concentrations of viral particles and antibodies are given as arbitrary
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but reasonable values. Model parameters are shown in Table 1, including the biological
meaning and values used for the numerical simulations. We use the same initial conditions
to perform the simulation of all scenarios: primary infection, secondary infection with
homologous serotype and secondary infection with heterologous serotype. All the initial
conditions are stated in Table 1, except the ones starting with a value of zero.












Secondary infection with same serotype
Secondary infection with different serotype
(a)
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Figure 10. Antibody responses and free viral load comparison. For a primary dengue infection (full line), secondary
infection with a homologous dengue serotype (line with pentagram marker), and secondary infection with heterologous
dengue serotype (dashed line), we show the dynamics for IgM antibody type (in violet) and IgG antibody type (in green).
In (a,b), we plot the antibodies dynamics over a 12-day period while in (c,d) over a 150-day period. Free viral load dynamics
are shown in (e).
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3. Antibody Responses and Viral Load Levels to Explain Disease Symptoms
and Severity
In our within-host modeling approach, we show different dengue immunological
responses mediated by antibodies. For each infection process, the IgM-antibody and
IgG-antibody dynamics are shown in Figure 10.
In a primary dengue infection, the antibody IgM type is the dominant antibody type.
IgM binds into the free virus and generates the antibody-virus complexes in the early
stage of the infection (see Figure 10a), reaching high levels and decaying after 3 months
approximately (see Figure 10b) [6,13,14]. The specific antibody IgG is produced afterward
and will provide the so-called long-life specific immunity. This specific antibody maintains
an immunological memory and is able to bind and to neutralize a homologous dengue
serotype (see Figure 10c–d). Free virus peaks around day 5–6 of the infection process,
with a fast decay reaching undetectable levels after day 8 of the infection process (see
Figure 10e). A primary infection is often asymptomatic and that is eventually correlated
with the viral load levels generated during a primary dengue infection.
During a second infection with a homologous serotype, the pre-existing antibody IgG
type is the dominant antibody type. These antibodies immediately respond to the new
serotype (see Figure 10c), able to neutralize the virus, leading to a much faster clearing
of the infection. These antibodies are lasting longer, boosting the immune system of
the individual, assumed to confer lifelong immunity against that specific serotype (see
Figure 10d). Free virus peaks around day 4–5 and reaches a much lower viral load level
than in a primary infection (see Figure 10e). Here, we assume that individuals would
have no symptoms at all and eventually will not be able to transmit the disease, given the
observed viral load level.
In a second infection with a heterologous serotype, the pre-existing antibody IgG
type immediately responds to the new serotype (see Figure 10c), reaching very high levels.
These antibodies are able to bind to the heterologous dengue serotype, but instead of
neutralizing the virus, it enhances the infection (see Figure 10e). This process is called
antibody-dependent enhancement (ADE), well reproduced by our system, leading to a
much higher viral load level than in a primary infection. Free viral load peaks a bit earlier
than in a secondary infection with a homologous virus. Here, we assume that individuals
would have symptoms and eventually develop the severe form of the disease, the so-called
dengue hemorrhagic fever that without proper treatment will evolve to shock syndrome
and eventually death.
4. Conclusions
We have developed a within-host dengue modeling framework to describe qualita-
tively the dengue infection immunological response mediated by antibodies. Models for a
primary dengue infection, secondary dengue infection with the same virus and secondary
dengue infection with a different dengue virus were analyzed and compared. We have
explored the features of viral replication, antibody production, activation and decay, as well
as the process of infection clearance over time, including the path for disease severity via
the ADE process.
Models were developed by gradually adding the steps of disease infection and the
adaptive immune response described in the immunology literature. The proposed equation
systems were derived from the illustrative schemes, describing each of the dengue infection
process steps individually, representing a primary dengue infection (Figure 1), secondary
dengue infection with homologous serotype (Figure 6), and secondary dengue infection
with heterologous serotype (Figure 8). The models were developed in blocks of equations,
which are coupled gradually until we obtain the complete model framework. In the absence
of a significant amount of laboratory data, the aim of this study is to describe qualitatively
the dengue immunological responses mediated by antibodies and to explore the feature of
antibody production and ADE when pre-existing antibodies are present in the human host.
Studies such as the one described here serves as a baseline for further model extensions.
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Our models were able to reproduce qualitatively the features of primary and sec-
ondary dengue infections, including the ADE process leading to the disease enhancement
phenomenon in a secondary dengue infection caused by a heterologous serotype. The mod-
els are, in their minimalistic format, able to give insights into the unknown biological
parameters to be estimated when empirical data of viral load and antibodies concentration
levels are available.
The proposed modeling framework is the first one to describe qualitatively the dynam-
ics of viral load and antibody production, activation and decay for scenarios of primary
and secondary infections, as found in the empirical immunology literature. Providing
insights into the immunopathogenesis of severe diseases via pre-existing antibodies and
the ADE process, the results presented here are of use for future research evaluating the
impact of imperfect dengue vaccines.
Author Contributions: Conceptualization, E.S., M.A. and N.S.; A.A.S., H.F., V.A. and D.K. performed
the numerical simulation with discussion with E.S., M.A. and N.S.; M.A. and H.F. prepared the dengue
immunological processes schemes; A.A.S. performed the analysis with support from E.S., M.A. and
N.S.; A.A.S., H.F., V.A. and D.K. wrote the manuscript in consultation with E.S., M.A. and N.S. All
authors have read and agreed to the published version of the manuscript.
Funding: A.S, H.F., and E.S. E.S. has received funded from the Indonesian RistekBrin Grant No.
122M/IT1.C02/TA.00/2021, 2021 (previously RistekDikti 2018-2021). M.A. received funding from the
European Union’s Horizon 2020 research and innovation program under the Marie Skłodowska-Curie
grant agreement No 792494. This research is also supported by the Basque Government through the
“Mathematical Modeling Applied to Health” Project, BERC 2018–2021 program and by the Spanish
Ministry of Sciences, Innovation and Universities: BCAM Severo Ochoa accreditation SEV-2017-0718.
N.St. thanks the Mathematics Department of Trento University for the opportunity and support as
guest lecturer in biomathematics, during which part of the present work has been conceived and
started to be developed.
Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.
Data Availability Statement: Data sharing not applicable.
Acknowledgments: We thank Scott B. Halstead, Department of Preventive Medicine Uniformed
Services University of the Health Sciences, Bethesda, MD USA and Aravinda de Silva, Department
of Microbiology and Immunology, University of North Carolina School of Medicine, for the fruitful
discussions on host immunity to dengue virus infections, the antibody-dependent enhancement
process and vaccines.
Conflicts of Interest: The authors declare no conflict of interest.
References
1. Bhatt, S.; Gething, P.W.; Brady, O.J.; Messina, J.P.; Farlow, A.W.; Moyes, C.L.; Drake, J.M.; Brownstein, J.S.; Hoen, A.G.; Sankoh,
O.; et al. The global distribution and burden of dengue. Nature 2013, 496, 504–507.
2. Halstead, S.B. Dengue hemorrhagic fever: Two infections and antibody-dependent enhancement, a brief history and personal
memoir. Rev. Cuba. Med. Trop. 2002, 54, 3.
3. Halstead, S.B. Neutralization and antibody-dependent enhancement of dengue viruses. Advances in Virus Research. Adv. Virus
Res. 2003, 60, 421–467.
4. Rothman, A.L. Dengue: Defining protective versus pathologic immunity. J. Clin. Investig. 2004, 113, 946–951. doi:10.1172/JCI21512.
5. Clapham, H.E.; Cummings, D.A.T.; Johansson, M.A. Immune status alters the probability of apparent illness due to dengue virus
infection: Evidence from a pooled analysis across multiple cohort and cluster studies. PLoS Negl. Trop. Dis. 2017, 11, e0005926.
https://doi.org/10.1371/journal.pntd.0005926
6. Rothman A.L. Cellular Immunology of Sequential Dengue Virus Infection and Its Role in Disease Pathogenesis; Dengue Virus. Cur-
rent Topics in Microbiology and Immunology; Rothman, A., Ed.; Springer: Berlin/Heidelberg, Germany, 2010; Volume 338,
doi:10.1007/978-3-642-02215-9_7.
7. St. John, A.L.; Rathore, A.P.S. Adaptive immune responses to primary and secondary dengue virus infections. Nat. Rev. Immunol.
2019 19, 218–230.
8. Malavige, G.N.; Fernando, S.; Fernando, D.J.; Seneviratne, S.L. Dengue Viral Infections. Postgrad Med. J. 2004, 80, 588–601.
9. Castellanos, J.E.; Coronel-Ruiz, C. Dengue Disease diagnosis: A puzzle to be solved. Rev. Fac. Med. 2014, 62, 617–629.
Biology 2021, 10, 941 17 of 18
10. Innis, B.L.; Nisalak, A.; Nimmannitya, S.; Kusalerdchariya, S.V.; Chongswasdi, V.; Suntayakorn, S.; Hoke, C.H. An enzyme-linked
immunosorbent assay to characterize dengue infections where dengue and Japanese encephalitis co-circulate. Am. J. Trop. Med.
Hyg. 1989, 40, 418–427.
11. Pal, S.; Dauner, A.L.; Mitra, I.; Forshey, B.M.; Garcia, P.; Morrison, A.C.; Wu, S.J.L. Evaluation of dengue NS1 antigen rapid tests
and ELISA kits using clinical samples. PLoS ONE 2014, 9, e113411.
12. Changal, K.H.; Raina, A.H.; Raina, A.; Raina, M.; Bashir, R.; Latief, M.; Mir, T.; Changal, Q.H. Differentiating secondary from
primary dengue using IgG to IgM ratio in early dengue: An observation hospital bases clinico-serogical study from North India.
BMC Infect. Dis. 2016, 16, 1–7.
13. Betts, J.G.; Young, K.A.; Wise, J.A.; Johnson, E.; Poe, B.; Kruse, D.H.; Korol, O.; Johnson, J.E.; Womble, M.; DeSaix, P.
Anatomy and Physiology; OpenStax: Houston, TX, USA, 2019; pp. 975–1018. Available online: https://opentextbc.ca/
anatomyandphysiologyopenstax/chapter/the-adaptive-immune-response-b-lymphocytes-and-antibodies/ (accessed on 19
August 2021).
14. Sathe, A.; Cusick, J.K. Biochemistry, Immunoglobulin M; StatPearls Publishing: Treasure Island, FL, USA, 2021; PMID: 32310455.
15. Halstead, S.B. Dengue antibody-dependent enhancement: Knowns and unknown. Microbiol. Spectr. 2014, 6, 1–18.
16. Roehrig, J.T. Antigenic structure of flavirus proteins. Adv. Virus. Res. 2003, 59, 141–175.
17. Billings, L.; Fiorillo, A.; Schwartz, I.B. Vaccination in disease models with antibody-dependent enhancement. Math. Biosci. 2008,
211, 265–281.
18. Guzman, M.G.; Halstead, S.B.; Artsob, H.; Buchy, P.; Farrar, J.; Gubler, D.J.; Hunsperger, E.; Kroeger, A.; Margolis, H.S.; Martinez,
E.; et al. Dengue: A continuing global threat. Nat. Rev. Microbial. 2010, 8, S7–S16.
19. Dejnirattisai, W.; Jumnainsong, A.; Onsirisakul, N; Fitton, P.; Sirijitt, V.; Wannee, L.; Chunya, P.; Carolyn, E.; Thaneeya, D.;
Sunpetchuda, S.; et al. Cross-Reacting Antibodies Enhance Dengue Virus Infection in Humans. Science 2010, 328, 745–748.
20. Boonnak, K.; Damback, K.M.; Donofrio, G.C.; Tassaneetrithep, B.; Marovich, M.A. Cell Type and Host Genetic Polymorphisms
Influence Antibody-Dependent Enhancement of Dengue Virus Infection. J. Virol. 2011, 85, 1671–1683.
21. Bournazos, S.; Gupta, A.; Ravetch, J.V. The role of IgG Fc receptors in antibody-dependent enhancement. Nat. Rev. Immunol. 2020,
20, 633–643.
22. Guzman, M.G.; Harris, E. Dengue. Lancet 2015, 385, 453–465.
23. Vaughn, D.W.; Green, S.; Kalayanarooj, S.; Innis, B.L.; Nimmannitya, S.; Suntayakorn, S.; Endy, T.P.; Raengsakulrach, B.; Rothman,
A.L.; Ennis, F.A.; et al. Dengue viremia titer, antibody response pattern, and virus serotype correlate with disease severity. J.
Infect. Dis. 2000, 181, 2–9.
24. Thomas, L.; Verlaeten. O.; Cabie, A.; Kaidomar, S.; Moravie, V. Influence of the dengue serotype, previous dengue infection, and
plasma viral load on clinical presentation and outcome during a dengue-2 and dengue-4 co-epidemic. Am. J. Trop. Med. Hyg.
2008, 78, 990–998.
25. Wang, W.K.; Chao, D.Y.; Kao, C.L.; Wu, H.C.; Liu, Y.C.; Li, C.M.; Lin, S.C.; Ho, S.T.; Huang, J.H.; King, C.C. High levels of plasma
dengue viral load during defervescence in patients with dengue hemorrhagic fever: Implications for pathogenesis. Virology 2003,
305, 330–338.
26. Guilarde, A.O.; Turchi, M.D.; Siqueira, J.B., Jr.; Feres, V.C.R.; Rocha, B.; Levi, J.E.; Souza, V.A.U.F.; Boas, L.S.V.; Pannuti, C.S.;
Martelli, C.M.T. Dengue and dengue hemorrhagic fever among adults: Clinical outcomes related to viremia, serotypes, and
antibody response. J. Infect. Dis. 2008, 197, 817–824.
27. Hadinegoro, S.R.; Arredondo-García, J.L.; Capeding, M.R.; Deseda, C.; Chotpitayasunondh, T.; Dietze, R.; Ismail, H.I.H.J.M.;
Reynales, H.; Limkittikul, K.; Rivera-Medina, D.M.; et al. CYD-TDV Dengue Vaccine Working Group. Efficacy and long term
safety of a dengue vaccine in regions of endemic disease. N. Engl. J. Med. 2015, 373, 1995–1206.
28. Biswal, S.; Reynales, H.; Saez-Llorens, X.; Lopez, P.; Borja-Tabora, C.; Kosalaraksa, P.; Sirivichayakul, C.; Watanaveeradej, V.;
Rivera, L.; Espinoza, F.; et al. Efficacy of a Tetravalent Dengue Vaccine in Healthy Children and Adolescents. N. Engl. J. Med.
2019, 381, 2009–2019.
29. Biswal, S.; Borja-Tabora, C.; Martinez Vargas, L.; Velásquez, H.; Alera, M.T.; Sierr, V.; Rodriguez-Arenales, E.J.; Yu, D.; Wickramas-
inghe, V.P.; Moreira, E.D., Jr.; et al. Efficacy of a tetravalent dengue vaccine in healthy children aged 4–16 years: A randomised,
placebo-controlled, phase 3 trial. Lancet 2020, 395, 1423–1433.
30. Aguiar, M.; Stollenwerk, N.; Halstead S.B. The risks behind Dengvaxia recommendation. Lancet Infect. Dis. 2016, 16, 882–883.
31. Aguiar, M.; Stollenwerk, N. Dengvaxia: Age as surrogate for serostatus. Lancet Infect. 2018, 18, 245.
32. Aguiar, M.; Stollenwerk, N. Dengvaxia efficacy dependency on serostatus: A closer look at more recent data. Clin. Infect. Dis.
2018, 66, 641–642. doi:10.1093/cid/cix882
33. Wahala, W.M.P.B.; De Silva, A.M. The human antibody response to dengue virus infection. Viruses 2011, 3, 2374–2395.
34. Aguiar, M.; Stollenwerk, N. The impact of serotype cross-protection on vaccine trials: DENVax as a case study. Vaccines 2020, 8,
674.
35. White, L.J.; Young, E.F.; Stoops, M.J.; Henein, S.R.; Adams, E.C.; Baric, R.S.; de Silva, A.M. Defining levels of dengue virus
serotype-specific neutralizing antibodies induced by a live attenuated tetravalent dengue vaccine (TAK-003). PLoS Negl. Trop. Dis.
2021, 15, e0009258
Biology 2021, 10, 941 18 of 18
36. Aguiar, M.; Ballesteros, S.; Kooi, B.W.; Stollenwerk, N. The role of seasonality and import in a minimalistic multi-strain dengue
model capturing differences between primary and secondary infections: Complex dynamics and its implications for data analysis.
J. Theor. Biol. 2011, 289, 181–196.
37. Aguiar, M.; Rocha, R.; Pessanha, J.E.M.; Mateus, L.; Stollenwerk, N. Carnival or football, is there a real risk for acquiring dengue
fever in Brazil during holidays seasons. Nat. Sci. Rep. 2015, 5, 8462. doi:10.1038/srep08462.
38. Halstead, S.B. Katzelnick, L.C.; Russell, P.K; Markoff, L.; Aguiar, M.; Dans, L.R.; Dans, A.L. Ethics of a Partially Effective Dengue
Vaccine: Lessons from the Philippines. Vaccine 2020, 38, 5572–5576.
39. Aguiar, M.; Stollenwerk, N.; Halstead. S.B. Modeling the impact of the newly licensed dengue vaccine in endemic countries.
PLoS Negl. Trop. Dis. 2016, 10, e0005179.
40. Aguiar, M.; Stollenwerk, N. Mathematical models of dengue fever epidemiology: Multi-strain dynamics, immunological aspects
associated to disease severity and vaccines. Commun. Biomath. Sci. 2017, 1, 1–12.
41. Aguiar, M. Dengue vaccination: A more ethical approach is needed. Lancet 2018, 391, 1769–1770.
42. Aguiar, M.; Halstead, S.B.; Stollenwerk, N. Consider stopping dengvaxia administration without immunological screening. Expert
Rev. Vaccines 2017, 16, 301–302.
43. Nuraini, N.; Tasman, H.; Soewono, E.; Sidarto, K.A. A with-in host dengue infection model with immune response. Math. Comp.
Model 2009, 41, 1148–1155.
44. Ansari, N.A.; Hesaaraki, M. A within host dengue infection model with immune response and Beddington-DeAngelis incidence
rate. Appl. Math. 2012, 3, 177–184.
45. Clapham, H.E.; Tricou, V.; Chau, N.V.V.; Simmons, C.P.; Ferguson, N.M. Within-Host viral dynamics of dengue serotype 1
infection. J.R.Soc Interface 2014, 11, 20140094.
46. Gujarati, T.P.; Ambika, G. Virus antibody dynamics in primary and secondary dengue infections. J. Math. Biol. 2014, 69, 1773–1800.
47. Clapham, H.E.; Quyen, T.H.; Kien, D.T.H.; Dorigatti, I.; Simmons, C.P.; Ferguson, N.M. Modelling Virus and Antibody Dynamics
during Dengue Virus Infection Suggests a Role for Antibody in Virus Clearance. PLoS Comput. Biol. 2016, 12, e1004951.
48. Ben-Shachar,R.; Koelle, K. Minimal within-host dengue models highlight the spesific roles of the immune response in primary
and secondary infections. J. R. Soc. Interface 2014, 12, doi:10.1098/rsif.2014.0886.
49. Smit, J.M.; Moesker, B.; Rodentiuis-Zybert, I.; Wilschul. J. Flavirus cell entry and membrane fusion. Viruses 2011, 3, 160–171.
50. Janeway, C.A., Jr.; Travers, P.; Walport, M. Immunobiology: The Immune System in Health and Disease, 5th ed.; The Distribution and
Functions of Immunoglobulin Isotypes; Garland Science: New York, NY, USA, 2001. Available online: https://www.ncbi.nlm.
nih.gov/books/NBK27162/ (accessed on 19 August 2021).
51. Diamond, M.S. Evasion of innate and adaptive immunity by flaviviruses. Immunol. Cell Biol. 2003, 81, 196–206.
52. White Cell Count. Available online: http://www.gpnotebook.com/simplepagr.cfm?ID=1013645382 (accessed on 23 August
2021).
53. Cologna, R.; Rico-Hesse, R. American Genotype structures Decrease Dengue Virus Output from Human Monocytes and Dendric
Cells. J. Virol. 2003, 77, 3929–3938.
54. Ye, J.; Zhu, B.; Fu, Z,F.; Chen, H.; Cao, S. Immune evasion strategies of flaviviruses. Vacine 2013, 31, 46–471.
